REMARKS 



Prior to entry of the instant Amendment, claims 1-3, 7, 9, 1 1 and 17-22 were pending and under 
consideration, with claims 10 and 16 being withdrawn from consideration as being drawn to non-elected 
inventions and pending rejoinder upon allowance of other claims. With this Amendment, pending claims 
1-3, 7, 9, 1 1 and 17-22 and withdrawn claim 16 are being amended. Withdrawn claim 10 is being 
canceled. Thus after entry of this Amendment, claims 1-3, 7, 9, 1 1 and 17-24 are pending and under 
consideration. Claims 1-3, 7, 9, 11 and 17-22 remain rejected. The amendments of the claims and the 
rejections of record are discussed in more detail below. 

I. The Amendments of the Claims 

With this Amendment, pending claims 1-3, 7, 9, 11 and 17-22 and withdrawn claim 16 are being 
amended and claims 23-24 are being newly added. None of the amended or new claims present new 
matter. 

For example, claim 1 has been amended to replace the structural diagram of formula I with a new 
diagram that reflects the definitions of Qa and Qb- Claims 2-3, 7, 9, and 17-22 have been amended for 
grammatical clarity and conform their antecedent basis to amended claim 1 . Claims 1 1 and 16 have been 
amended to multiply depend upon any one of claims 1-3, 7, 9 and 17-22. None of these amendments 
introduces new matter. 

New claim 23 is directed to a method of treating arthritis that involves administering to a subject 
an effective amount of a pharmaceutical composition accordmg of claim 16. This claim is supported by 
the disclosure at, for example, page 32, lines 15-19, 20-24 and lines 27-31. 

New claim 24 is directed to a method of inhibiting a p38 kinase using a compound according to 
any of claims 1-3, 7, 9 and 17-22. This claim is supported by the disclosure at, for example, page 31, 
lines 5-8 and page 32, lines 2-14. 

Since new claims 23 and 24 depend from pending claims, they should be eligible for rejoinder 
upon allowance of the claims from which they depend. Accordingly, entry is respectfully requested. 
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n. Rejection of Claims 1-3. 7. 9. i 1 and 17-22 Un der 35 U.S.C. S 103(a> 



The Office has maintained the rejection of claims 1-3, 7, 9, 11 and 17-22 as being allegedly 
obvious over WO 00/07980 to Brown et al. ("Brown et air). Applicant traverses the rejection on the 
grounds that the Office has failed to establish a prima facie case of obviousness and has ignored objective 
evidence of unexpected superior properties disclosed in the application. 

A. The Office Has Failed To Establish Prima Facie Obviousness 

Amended claim 1 is drawn to chemical compounds and pharmaceutical salts defmed by the 
following structural formula: 



Rd^N^ Ra^V " O 

where the Ri, R2, R^ R*', R" and R'^ substituents are as defmed in claim 1 . The claimed compounds inhibit 
p38 kinase and are useful for myriad purposes related to this inhibitory activity. 

Brown et al. discloses p38 kinase inhibitory compounds and salts defined by the following 
structural diagram (arranged in the same orientation as structural formula I of the instant amended 
claim 1): 



where the various p, q, Q, R^ and R" substituents are defined in the reference. As can be seen from these 
structural diagrams, amended claim 1 is directed to a subgenus of the compounds disclosed by Brovra et 
al, specifically, the subgenus of compounds in which p is 0, q is 0, R^ is methyl, R" is cyclopropyl and Q 

is R'^ N R^ R" Accordmg to the Office, this subgenus is rendered prima facie obvious by 

Brown et al. because Brown et al. include "cycloaUcyl" as one of many possible alternatives for 
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substituent R'^ and phenyl substituted with 1, 2 or 3 substituents selected from an extensive list of 
alternatives, one of which is pyridyl-(l-6C)aIkoxy, for substituent Q (see Brown et al at page 23, line 22 
through page 24, line 6, with pyridyl-(l-6C)alkoxy appearing at page 23, line 30).' From these listed 
alternatives, the Office concludes that "[i]n view of the art as a whole, amides of formula (I) with pyridyl 
as the heteroaryl substituent of the alkoxy would have been obvious to one of ordinary skill in the art." 
Applicant disagrees. 

As noted, the instantly claimed compounds are directed to a subgenus of compounds within those 
generically taught by Brown et al. that are characterized by a specific combination of features: 

compounds in which q is 0,RSscyclopropyl and Q is R ^ ^ R . This specific subgenus is 

neither taught nor suggested by Brown et al, and the Office has failed to provide any reasoning 
whatsoever as to why or how the "art as a whole" renders this subgenus prima facie obvious. To the 
extent that Brown et al. teach preferred subgenuses of compounds, none of them include compounds in 
which substituent Q is a phenyl substituted with a heteroaryl such as a pyridyl, let alone with the specific 

R'' N Ra Rb substituent presently claimed. Moreover, with the exception of the compounds 
disclosed in Examples 9 and 11 of Brown et al, in all of the exemplaiy compounds and subgenuses 
taught by Brown et al, substituent R" is a substituted phenvl . In the instantly claimed compounds, the R" 
substituent is cyclopropvl . 

Two compounds in Brown et al include a cycloalkyl at position R": the compounds of Examples 
9 and 1 1 . These compounds are illustrated below: 



The Office also relies upon page 5, lines 14-15 of Brown et al, which provides heteroaryl-(l-6C) 
alkoxy as one of many possible alternative substituents when Q is pheni^l or heteroaryl, and page 
30, lines 10-11, which is irrelevant as it pertains to the situation when R" is a substituted phenyl . 
In the compounds of the instant claim 1, the R" position is cyclopropyl. 
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Ex 9: 



Ex 11: 




To the extent the Office is relying upon these compounds as being "closely structurally related 
differing by one next adjacent homologue in a substituent," Office Action at page 3, the Office is 
mistaken. While the cyclobutyl substituent of the compound of Brown et al. Example 9 may be a 
homolog of the cyclopropyl substituent of the instantly claimed compounds, the compound of Example 9 
does not bear structural similarity to the instantly claimed compounds, which include three aromatic rings. 
The above-illustrated compounds include only two. Thus, while the Office asserts that there is close 
structural similarity between the compounds disclosed in Brown et al. and the instantly claimed 
compounds, the Office has failed to identify such compounds. The compound of Example 9 is not so 
structurally similar to the instantly claimed compounds as to render the instantly claimed compounds 
prima facie obvious. The Office implies the instantly claimed compounds are mere structural 
homologues of the compound of Brown et al. Example 9. As illustrated by the structural diagram below, 
they are not: 



Ex.9 



Claim 1 




Nor has the Office explained wJs: it would have been obvious to one of skill in the art to select 
for substituent Q of Brown et al. a phenyl substituted with a heteroaryl-(l-6C)alkoxy, where this 
particular substituent is only one amongst numerous possibilities, and then further select an optionally di- 
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substituted methyleneoxy and an optionally di-substituted pyridyl as the (l-6C)alkoxy and heteroaryl 
groups, respectively, when none of the specifically exemplified compounds or subgenuses of Brown et al. 
include phenyls substituted with heteroaryl (l-6C)alkoxy groups for substituent Q. 

The Federal Circuit has consistently held that a disclosure of a generic formula that may 
encompass a claimed compound or subgenus does not, without more, render the claimed compound or 
subgenus obvious. For example, in In re BaircF, the Federal Circuit found non-obvious claims to a toner 
composition including a bisphenol A polyester in light of a prior art patent teaching a toner composition 
including a generic polymeric esterification product encompassing a bisphenol A polyester. In so 
holding, the Court noted that the generic formula disclosed in the prior art reference included a large 
number of variables, and while it encompassed the claimed bisphenol A polyester when specific variables 
were chosen, there was nothing in the prior art reference suggesting that one should select such variables: 

In the instant case, the generic diphenol formula disclosed in Knapp contaiiis a large 
number of variables, and we estimate that it encompasses more than 100 million different 
diphenols, only one of which is bisphenol A. While the Knapp formula unquestionably 
encompasses bisphenol A when specific variables are chosen, there is nothing in the 
disclosure of Knapp suggesting that one should select such variables. 

In re Baird, 29 USPQ2d at 1552. In fact, the Court further noted that the prior art reference, by focusing 
on more complex bisphenols, tended to teach away from the claimed bisphenol A polyester, explicitly 
noting that none of the disclosed bisphenols suggested bisphenol A: 

Indeed, Knapp appears to teach away from the selection of bisphenol A by focusing on 
more complex diphenols, including 2,2-bis (4-beta-hydroxyethoxyphenyl) propane, 2,2- 
bis(4-hydroxypropoxyphenyl) propane, and 2,2-bis(4-hydroxyisopropoxyphenyl)propane. 
Col. 4, lines 51-64. Knapp teaches that in preferred diphenols, R has 2 to 4 carbon atoms 
and R' and R" have 3 to 4 carbon atoms, and in "optimum" diphenols, R is an 
isopropylidene radical, R' and R" are selected from the group consisting of propylene and 
butylene radicals, and n is one. Col. 4, lines 38-47. Knapp further states that the 
diphenol in the preferred polyester material is 2,2-bis(4-hydroxyisopropoxy 
phenyl)propane. Col. 5, lines 36-38. Fifteen typical diphenols are recited. None of them, 
or any of the other preferred phenols recited above, is or suggests bisphenol A. 

"[A] reference must be considered not only for what it expressly teaches, but also for 
what it fairly suggests." In re Burckel , 592 F.2d 1 175, 1 179, 201 USPQ 67, 70 (CCPA 
1979). Given the vast number of diphenols encompassed by the generic diphenol 
formula in Knapp, and the fact that the diphenols that Knapp specifically discloses to be 



^ In re Baird, 29 USPQ2d 1550 (Fed. Cir. 1994) 
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"typical," "preferred," and "optimum" are different from and more complex than 
bisphenol A, we conclude that Knapp does not teach or fairly suggest the selection of 
bisphenol A. See In re Bell, 991 F.2d 781, 26 USPQ2d 1529 (Fed.Cir. 1993) (DNA 
sequence would not have been obvious in view of prior art reference suggesting a nearly 
infinite number of possibilities and failing to suggest why among all those possibilities 
one would seek the claimed sequence). A disclosure of millions of compounds does not 
render obvious a claim to three compounds, particularly when that disclosure indicates a 
preference leading away fijom the claimed compoimds. 

In re Baird, 29 USPQ2d at 1552. 

The instant situation is similar. The generic compounds disclosed by Brown et al. include a large 
number of variables. While the specific combination of variables recited in instant claim 1 is 
encompassed by the disclosure of Brown et al when specific variables are chosen, there is nothing in the 
Brown et al reference to suggest the selection. And, by virtue of focusing on specific compounds that are 
different from those presently claimed. Brown et al. actually teaches away from the subgenus claimed in 
amended claim 1. 

Accordingly, for the reasons discussed above. Brown et al. does not render amended independent 
claim 1 prima facie obvious. Since claims 2, 3, 7, 9, 11 and 17-24 ultimately depend from claim 1, they 
are also not rendered prima facie obvious for the same reasons.' Accordingly, the rejection of claims 1-3, 
7, 9, 1 1 and 17-22 under 35 U.S.C. § 103(a) should be withdrawn. 

B. The Claimed Compounds Exhibit Unexpectedly Superior Inhibitory Activity 

The Office has also ignored objective evidence of unexpected superior inhibitory properties 
disclosed in the application. As noted above, the compounds of amended claim 1, and all pending claims 
in the application, include a cyclopropyl amide substituent at the 3-position of the central 6-methylphenyl 
core, illustrated below: 



It is noted that claims 9 and 17-22 are du-ected to specific compounds. The Office has not 
supplied any reasoning whatsoever as to why Brown et al. obviate these claims. It is incumbent 
upon the Office to do so. Since no reasoning was supplied as to these claims, the rejection is 
improper and should be withdrawn for this additional reason. 
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Rd^N"^ Ra--\b " O 

Compounds including a cyclopropyl amide group at this position exhibit orders of magnitude 
greater inhibitory activity than compounds containing a cyclobutyl amide group at this position. These 
comparative data are presented at page 29 of the application, which provides p38 inhibitory for various 
compounds disclosed in the instant application (Compounds 5[ac], 5[e], 5[y], 5[z], 8 and 23[al) as 
compared to "Comparator Compound X," which as noted at page 3 of the instant application is iV- 
cyclobutyl-3-(3,4-dimethoxy benzamideH-methylbenzamide {see lines 9-12). This is the compound of 
Example 9 of Brown et «/., and discussed above. For the convenience of the Office, the table is 
reproduced below, including the structures of the compounds tested: 



Example 


Structure 


P38a (fiM) 


Human Whole 
Blood (mM) 


Comparator X 




4.4 


>10 


5[ac] 




0.007 


0.07 


5[e] 




0.01 


0.52 


5[y] 




0.006 


0.14 


5[z] 




0.007 


0.30 



Serial No. 10/581,305 



Page 13 of 15 



15957834.1. BUSINESS 



Example 


Structure 


P38a (fiM) 


Human Whole 
Blood (fiM) 


8 




0.059 


1.8 


23[a] 




0.17 


1.7 



As can be seen from the data, compounds including the cyclopropyl amide group at the C3 
position are several orders of magnitude more active in both in vitro and whole blood assays than 
comparator compound X, which includes a cyclobutylamide substituent at the C3 position. The 
unexpectedly superior activity is observed with compounds having various different substituents at the CI 
position, including compounds having pyridyhnethoxyphenyl amide substituents at this position, as 
presently claimed {see, e.g., compound 5[y], recited in instant claim 21, and compound 8, recited in 
instant claim 9). 

These data evidence that the full range of compounds disclosed in the instant application, and in 
particular the subgenus presently claimed, exhibit unexpectedly superior p38 inhibitory properties as 
compared to p38 inhibitory compounds bearing a cyclobutylamide substituent at the C3 position of the 6- 
methylphenyl ring illustrated in amended claim 1. The increased p38 inhibitory activity observed with 
compounds bearing a cyclopropylamide group at this position could not have been predicted. 
Accordingly, claims 1-3, 7, 9, 1 1 and 17-24 are non-obvious over the Brown et al reference for this 
additional reason. 

Accordingly, even if Brown et al. rendered instant claim 1 prima facie obvious, which it does not, 
the claims would still be non-obvious due to the unexpectedly superior inhibitory properties of the 
claimed compounds. Since claims 2, 3, 7, 9, 1 1 and 17-24 all ultimately depend from amended claim 1, 
they are likewise non-obvious for the same reasons. Accordingly, Applicant requests that the rejection of 
claims 1-3, 7, 9, 1 1 and 17-22 under 35 U.S.C. § 103(a) as being obvious over Brown et al. be withdrawn. 
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Conclusion 



All pending claims are believed to satisfy the criteria for patentability and are believed to be in 
condition for allowance. An early indication of the same is therefore kindly requested. 

The Director is authorized to charge the additional claims fees of $1,572.00 due in connection 
with this Amendment to Dechert LLP Deposit Account No. 50-2778 (Order No. 383299-336US 
(107322)). The Director is also authorized to charge any additional fees that may be required to this same 
Deposit Account number. 



Respectfully submitted, 



Date: 



November 2, 2010 
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